6 DIET AND DISEASE 

In 1982 the National Research Council , a branch of the US National Academy 
of Sciences, issued provisional guidelines intended to reduce the risk of 
cancer related to food. The main recommendations were to lower fat intake 
from the current US average of 40% of total calories to 30%; to eat more fibre, 
fruit and vegetables; to increase consumption of complex carbohydrates (e.g. 
starch in potatoes and flours), and to decrease consumption of pickled, 
salted or smoked foods as well as simple carbohydrates (e.g. refined sugar). 
These recommendations led to a considerable amount of controversy, arising 
^ mainly from the fact that although the evidence on which the 

recommendations were based was highly suggestive, it was by no means 
definitive. 


There are two major sources of evidence suggesting a role for dietary factors 
in cancer: epidemiological studies and laboratory experiments with rodents. 
Comparisons of cancer death rates among different national populations 
have provided important clues to the causation of cancer. 


6.1 Food Intake 
; in Animals ^ 


Laboratory workers have known for decades that tumour incidence in 
animals can be affected by gross nutritional manipulation (e.g. Conybeare, 
1980). 


6.2 Dietary Studies 
in Humans r " ' 



Interest in the relationship between diet and cancer in human beings has 
been stimulated by international studies in which large differences in cancer 
incidence rates have been found between countries (Doll and Peto, 1981); for 
example, age-adjusted rates of breast and colon cancer in many areas of the 
world are less than one fifth of those in the United States. 



One of the most informative between-country comparisons is between the 
United States and Japan. Both countries have similar levels of 
industrialisation and education, high medical standards and good statistics. 
Surprisingly, although the overall cancer rates are similar, the two countries 
yield mirror images when specific types of cancer are compared. For 
example, cancers of the breast, colon and prostate are common in the US but 
rare in Japan. Conversely, cancer of the stomach is common in Japan but rare 
in the US. One might answer that the differences are based on genetic 
differences between the two populations. That hypothesis is refuted by the 
data on migration from one country to another. They show that some of the 
worldwide variation in cancer rates can be attributed to environmental 
factors rather than genetic ones. For example, within two generations 
Japanese immigrants in Hawaii and California had breast-cancer rates 
approaching those of the Hawaiian white population and significantly 
higher than those of native Japanese. Conversely, gastric cancer rates became 
significantly lower among Japanese Hawaiians than among native Japanese. 

Such shifts naturally focus attention on the possibility that differences in diet 
may be a factor. Another epidemiological clue came from the analysis of 
long-term trends in the incidence and mortality rates of cancer. The data 
show that in a given country the mortality rate for a particular cancer often 
varies with time. The changes may particularly be related to changes in the 
population's dietary habits. For example, in developing countries as much as 
80% of total calories comes from cereals and grains, which consist of 
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complex carbohydrates. With industrialisation and economic advance the 
caloric intake shifts towards fats derived from meat and vegetable oil, and 
the consumption of sugar (simple carbohydrate) also increases. As the 
changes have occurred, rising rates of breast and colon cancer (and of 
prostate cancer in certain countries) have been observed (see Cohen , 1987). 



t - ; 


The central problem in interpreting human studies is that many factors other 
than dietary differences distinguish countries with a high incidence of 
cancer from those with a low incidence. For example, with a few notable 
exceptions such as Japan, countries with a low incidence of breast and colon 
cancer tend to be relatively undeveloped in economic terms. Therefore, 
any variable related to economic development can be similarly correlated 
with incidence of breast cancer. 

By and large, work in this area has been related to the hypothesis that trace 
elements and vitamins may exert an 'anticancer 7 effect, in distinction to gross 
changes in diet which are thought to be causative factors in cancer (i.e. fibre 
deficiency or high fat intake). 

Vitamin A 

The interpretation of Vitamin A studies is complicated by the diversity of 
Vitamin A sources. Natural preformed Vitamin A (retinol) is found only in 
food from animal sources. Plants do not contain Vitamin A, but do contain 
compounds such as carotene which can be metabolised by animals and 
human beings to form retinol. Questionnaires employed in studies of 
Vitamin A and cancer have inquired primarily about plant rather than 
animal sources, so that these investigations really refer to the effects of 
carotene, rather than of preformed Vitamin A itself. A protective effect 
against lung cancer is currently the most strongly supported effect of 
vitamin A ( e.g . Wald et al, 1980 ; Willett & MacMahon, 1984). 


Vitamin C 


Evidence relating to the possibility that Vitamin C reduces the risk of cancer 
is somewhat equivocal, although ingestion of large quantities of Vitamin C 
has been reported to be beneficial in both the prevention of cancer and the 
treatment of established cancer (Cameron et al , 2979). 


Vitamin E 


Compared even to Vitamin C, the epidemiological evidence for a possible 
protective effect of Vitamin E against cancer is small (see Wald et al, 1987). 
Nevertheless, since Vitamin E is an important intracellular antioxidant that 
reduces genetic mutations in some bacterial testing systems, it deserves, and 
will almost certainly receive, further study. 

Selenium 


Selenium is an essential trace element that has a key role in the activity of an 
enzyme that protects against oxidative tissue damage in cells. As oxidation 
is thought by some to be involved in cancer-producing processes, selenium 
levels are of considerable interest but have, until recently, not been studied 
as much as vitamins A, C and E. The current position on selenium is 
reviewed by Willett & Stampfer (1988). 
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7 GENETICS, MOLECULAR BIOLOGY AND 
DISEASE 


It is probably not useful to think in terms of a single cause for cancer or even 
of cancer as a single disease. Spontaneously occurring cancer is probably 
most often a consequence of multiple factors ('risk factors') that interact over 
long periods of time. However, a significant body of scientists hold the view 
that cancer is primarily an impairment of cellular control mechanisms i.e. the 
mechanisms that control the growth and multiplication of cells. Cell growth 
mechanisms, like most functions in the body, are under genetic control i.e. 
there are certain genes in the cell whose function is to regulate the 
functioning of the cell. Occasionally, the controls that regulate cell 
multiplication and growth break down, and a cell begins to grow and divide 
even though the body has no need for further cells of its type. Ultimately, a 
mass called a tumour may be formed by this group of unwanted cells. 

The genetic controls that regulate cell multiplication and growth can break 
down in a number of ways. For example: 

Mutation 

A mutation is a change in the chemical structure of a gene (the carriers of 
genetic information that regulate the functions of the body). This alteration 
can occur in a variety of different ways: for example, it can occur as a result 
of a mistake when cells grow and divide; alternatively, some chemicals 
(called 'mutagens') and other factors like ultra-violet light can change the 
chemical structure of a gene. In some cases this change may not be 
important at all; however, in particularly important genes and in parts of the 
chemical structure that are essential for the gene's functioning it is believed 
by many to be the first step towards the development of cancer. If a gene is 
altered significantly it may be unable to carry out its function of regulating 
cell activity and growth; as a result of this lack of control a tumour may 
develop. 

Viruses 

Some cancers are believed to be caused by viruses. These viruses carry 
genetic material which they insert into the cell. The cell treats this new 
genetic material as it would the body's own genes, and the instructions that 
are carried by the genetic virus can seriously interfere with the functioning 
of a cell e.g. by instructing the cell to make chemicals (proteins) which 
change normal cells into malignant cells. 

Oncogenes 

Oncogenes are genes that are present in the cells of the body, but that do not 
normally function i.e. they are 'switched off. Under certain circumstances 
these genes can be activated e.g. by the occurrence of a mutation. These 
genes, when activated, can cause normal cells to turn into malignant cells 
and thereby may lead to the development of cancer. A number of human 
genes have been found to be oncogenes, and have been found to be present 
in many different types of cancer cells e.g. bladder, lung, breast, large 
intestine, neural tissue, leukaemias. 

Chromosomal abnormalities 

In some forms of cancer, there are much greater changes in the genetic 
material in that whole chromosomes (structures which contain genes: each 
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human cell except sex cells has 46 chromosomes) can be missing, leading to 
a loss of genetic information and therefore a change in the instructions given 
to the cell by genes. Alternatively, single genes can be missing. Such a case 
has recently been found for lung cancer: Kok et al (1988) discovered that, in 
all cases of lung cancer studied, a particular gene on a particular 
chromosome was always missing. Although the function of this gene or its 
particular relevance to lung cancer is as yet unknown, it may be an 
indication that people with a particular genetic makeup may be more likely 
to develop a disease than those with a different genetic makeup. This is 
referred to as "genetic predisposition' to a disease. Genetic abnormalities can 
be inherited from the parents or can be the result of 'accidents' during the 
lifetime of the individual. 

Other Genetic Factors in Cancer 

Idle and his co-workers (e.g. Ayesh et al , 1984) have suggested that another 
genetic factor may be relevant to predisposition to disease. When chemicals 
that are believed to be potential carcinogens enter the body, they are present 
in non-active forms. As a result of the body"s attempt to change these 
chemicals into a form which is easy to get rid of, the non-active chemicals 
(procarcinogens) may be changed into active chemicals. These changes, 
known as metabolism, are carried out by specific chemicals in the body 
known as enzymes. The action of these enzymes is under genetic control. 
Two versions of one particular controlling gene exist: some of the population 
have an 'extensive metaboliser' gene that allows them to change 
procarcinogens into carcinogens very effectively. This group have a relative 
risk for developing lung cancer of 17 compared to the group who have the 
second version of the gene: 'poor metabolisers'. This group metabolises 
procarcinogens into carcinogens very ineffectively, and have a lower risk of 
developing lung cancer. This particular 'genetic predisposition' to develop 
lung cancer is independent of exposure to other factors. There have also 
been a number of other suggestions that particular subgroups of the 
population may be susceptible to develop particular diseases by virtue of 
their genetic makeup; however, few of the others have sound experimental 
backing. 


7.2 Respiratory Disease 

f\ v / ’’ Some individuals inherit a gene which results in them having only very 

i small quantities of a naturally-present chemical that protects the lung from 
decreasing in elasticity. As a result of the deficiency of this chemical, 

. > ’ emphysema can occur. 5% of all emphysema patients have this deficiency 

(called 'alpha ,-antitrypsin deficiency'). 


7.3 Heart Disease 

£“ i ’ V- - - ‘ ■ 



Although little is known about genetic factors in heart disease, it has been 
suggested that there might be a genetic component to atherosclerosis (a 
disorder of the large arteries). Simons et al (1984) suggested that heart disease 
also clusters in families, and that this might be explained by genetically- 
controlled differences in levels of compounds such as cholesterol. 


27 


Source: https://www.industrydocuments.ucsf.edu/docs/jghlOOOO 


sssszoiosz 








5 REFERENCES 


iv . 






J.' 


r 



‘ c- Pages 5,6 and 12 

; v .. : J Adler I. Primary malignant growths of the lung and bronchi, a pathological and clinical 
r ■ study. Longmans, Green and Co. (1912) 

; Page 13 

. r j ■: Anton-Culver H; Culver B D; Osann K E; Kurosaki T; Lee J B. Incidence of lung cancer by 
histologic type from a population-based registry. Ann. Meeting Amer. Assoc. Cancer Res. 
Civ: Proc. 29: 255 (1988) 

y-'V’’! Page 14 

Archer V E. Association of lung cancer mortality with precambrian granite. Arch. Environ. 
Health 42; 87-91 (1987) 

Page 12 

‘ w . i \— C Archer V E; Ludin F E. Radiogenic lung cancer in man: exposure-effect relationship. 

- Environ. Res. 1: 370 (1967) 

: W Page 14 

Axelson O. Mining, smoking and lung cancer. IARC Scientific Publications no 50. (1983) 

Page 14 

V y Axelson O. Room for a role for radon in lung cancer causation? Med. Hypoth. 13:15-61 

: (1984) 

4 - i Page 27 

: ; . Ayesh R; Idle J R; Richie J C; Crothers M J; Hetzel M R. Metabolic oxidation phenotypes as 
markers for susceptibility to lung cancer. Nature 311: 169-170 (1984) 

^"1 Page 21 

Bakke P; Eide G E; Gulsvik A. Respiratory symptoms in non-smokers in Norway. Clin. 

" II Respir. Physiol. 23 (Suppl.12): 327P (1987) 

C Page 8 

Barker D J P. Time trends in cancer mortality in England and Wales. Br. Med. J. 288 (6427): 
1325-1326 (1984) 

Page 14 

Beaumont J J et al. Lung cancer mortality in workers exposed to sulphuric acid mist and 
^ " " j other add mists. JNCI 79: 911-921 (1987) 
i * Page 14 

• Beaumont J J; Weiss N S. Lung cancer among welders. J. Occup. Med. 23:839-844 (1981) 

V - fy Page 21 

■ -y Becklake M R; Irwig L; Kielkowski D; Webster I; De Beer M; Landau S. The predictors of 
emphysema in South African gold miners. Amer. Rev. Respir. Dis. 135:1234-1241 (1987) 

Is Page 16 

Belcher J R. The changing pattern of bronchial carcinoma. Br. J. Dis. Chest 81: 87-95 (1987) 
y. p age8 

Berge T; Toremalm N G. Bronchial cancer: a clinical and pathological study. Scand. J. Resp. 
r!, , Dis. 56:109-119 (1975) 

Page 14 

. Bertrand J P et al. Mortality due to respiratory cancers in coke oven plants of the Lorraine 
ijf i coalmining industry. Br. J. Ind. Med. 44:559-565 (1987) 

Page 14 

f| Blot W J et al. Occupation and the high risk of lung cancer in North-East Florida. Cancer 50: 
vi 364-371 (1982) 

• ^ pa ge 14 

. / Blot W J. Lung cancer and occupational exposures. In: Lung Cancer: causes and prevention. 
Verlag Chemie International (1984) 

Page 14 

ll Blumer W; Reich T H. Leaded gasoline - a cause of cancer. Environ. Int. 3:465-471 (1980) 
i /: Page 19 

m- Brownson R C; Chang J C; Davis J R. Occupation, smoking and alcohol in the epidemiology 
> of bladder cancer. Am. J. Public Health 77:1298-1300 (1987) 

L Pa s e 6 

yg| Burch P R J. The biology of cancer. A new approach. Lancaster (1976) 

2:0% Page 13 

-M Burch P R J. Smoking and lung cancer: the problem of inferring cause. J. R. Statist. Soc. A 141 
4 Part A: 437-477 (1978) 

Page 20 

Burch P R J. Review: ischaemic heart disease: epidemiology, risk factors and cause. 

L Cardiovasc. Res. 14 (6): 307-338 (1980) 

Page 12 

■ Burch P R J. The Surgeon-General's "Epidemiologic criteria for causality". A critique. J. 

" Chron. Dis. 36: 821-836 (1983) 

o; Page 19 

Burch P R J. Esophageal cancer in relation to cigarette and alcohol consumption. J. Chron. 
Dis. 37 (11): 793-808 (1984 A ) 


Source: https://www.industrydocuments.ucsf.edu/docs/jghl0000 


2501075536 




m ? ? 

IV 






"" " X 

i 

*Vr ■> 



■XY . . 


Page 16 

Burch P R J. The Surgeon-General's "Epidemiologic Causality". Reply to Lilienfield. J. 
Chron. Dis. 37 (2): 148-156 (1984 B ) 

Page 17 

Burch P R J. Period and cohort trends for mortality and cigarette consumption in England 
and Wales, 1946 to 1980 with emphasis on sex ratios. J. Clin. Epidemiol. 41 (4): 373 - 384 
(1988) 

Page 21 

Burr M L; Holliday R M. Why is chest disease so common in South Wales? J. Epidemiol. 
Commun. Health 40: 140-144 (1987) 

Page 25 

Cameron E; Pauling L; Leibowitz B. Ascorbic acid and cancer: a review. Cancer Res. 39: 663 
(1979) 

Page 8 

Cechner R L; Chamberlain W; Carter J R; Milojkovic-Mirceta L; Nash N P. Misdiagnosis of 
bronchogenic carcinoma - the role of cigarette smoking, surveillance bias, and other factors. 
Cancer 46:190-199 (1980) 

Page 15 

Churg A; Wiggs B. Types, numbers, sizes and distribution of mineral particles in the lungs 
of urban male cigarette smokers. Environ. Res. 42:121-129 (1987) 

Page 22 

Cohen B H; Chase G A. Familial aggregation of chronic obstructive pulmonary disease. In: 
Genetic Determinants of Pulmonary Disease. Marcel Dekker (1978) 

Page 25 

Cohen L. Diet and cancer. Scientific American 257: 42-48 (1987) 

Page 20 

Colditz G A; Willett W C; Stampffer M J; Rosner B; Speizer F E; Hennekens C H. Menopause 
and the risk of coronary heart disease in women. New Engl. J. Med. 316:1105-1110 (1987) 
Page 24 

Conybeare G. Effect of quality and quantity of diet on survival and tumour incidence in 
outbred Swiss mice. Fd. Cosmet. Toxicol. 18: 65-75 (1980) 

Page 14 - 

Dalager N A; Mason T J; Fraumeni J F; Hover R; Payne W W. Cancer mortality among 
workers exposed to zinc chromate paints. J. Occup. Med. 22: 25-29 (1980) 

Page 19 

De Stefani E; Carzoglio N. Laryngeal cancer in Uruguay (1958-1981). Cancer 55: 214-216 
(1985) 

Page 14 

Delzell E; Monson R R. Mortality among rubber workers. J. Occup. Med. 23: 677-684 (1981) 


Page 14 

Doll R. Mortality from lung cancer in asbestos workers. Br. J. Ind. Med. 12: 81-86 (1955) 
Page 14 

Doll R. Cancer of the lung and nose in nickel workers. Br. J. Ind. Med. 15: 217-223 (1958) 
Pages 23 and 24 

Doll R; Peto R. The causes of cancer. Oxford Medical Publications (1981) 

Page 20 

. Dyer A R et al. Alcohol, cardiovascular risk factors and mortality: the Chicago experience. 
: Circulation 64 (Suppl. Ill): 111-20-111-24 (1981) 


Page 21 

Euler G L; Abbey D E; Magic A R; Hodgkin J E. Chronic obstructive pulmonary disease 
symptoms: effects of long-term cumulative exposure to ambient levels of total suspended 
particulates and sulfur dioxide in California Seventh-day Adventist residents. Arch. 
Environ. Health 42: 213-222 (1987) 

Page 8 

Feinstein A R; Wells C K. Cigarette smoking and lung cancer: the problems of detection bias 
in epidemiologic rates of disease. Trans. Ass. Amer. Physcns. 87:180-185 (1974) 


Page 6 

Fisher R A. Smoking. The cancer controversy. Oliver and Boyd (1959) 

Page 19 

Franks A L; Kendrick J S; Tyler C W et al. Postmenopausal smoking, estrogen replacement 
therapy, and the risk of endometrial cancer. Am. J. Obstet. Gynecol. 156: 20-23 (1987) 

Page 16 

Friedman G D. Barbiturates, benzodiazepines and lung cancer. Int. J. Epidemiol. 12 (3): 375-6 
(1983) 

Page 21 

Gamble J; Jones W; Minshall S. Epidemiological-environmental study of diesel bus garage 
: workers: acute effects of NO, and respirable particulates on the respiratory system. Environ. 

; Res. 42: 201-214 (1987) 

Page 15 

J Gao Y T et al. Lung cancer among Chinese women. Int. J. Cancer 40: 604-609 (1987) 



Source: https://www.industrydocuments.ucsf.edu/docs/jghl0000 


250107S557 








Pages 14 and 21 

V~- ? v;-'| Garshick E; Schenker M B; Munoz A; Segal M; Smith T J; Woskie RS, Hammond S K; Speizer 

■. v /| F E. A case-control study of lung cancer and diesel exhaust exposure in railroad workers. 

• ’ V- • Amer. Rev. Respir. Dis. 135:1242-1248 (1987) 

Page 13 

. - k | Gazdar A F; Eggleston J C; Mulshine J M; Kragel P; Lirtnoila R. The high incidence of 

... '•/ '?. | adenocarcinoma of the lung and its bronchioloalveolar subtype at two Maryland hospitals. 

•'"f Ann. Meeting Amer. Assoc. Cancer Res. Proc. 29:174 (1988) 

4 * ';hI Page 20 

" .jj Gleibermann L. Blood pressure and dietary salt in human populations. Ecology of Food and 
Nutrition Res: 143-167 (1973) 

Page 16 

V : 1 ■% Goffman T E; Hassinger D D; Mulyihill J J. Familial respiratory tract cancer. JAMA 247: 

. ; | 1020-1023 (1982) 

> : i Page 19 

■ :' V;-* Green M S; Jucha E; Luz Y. Blood pressure in smokers and nonsmokers: epidemiologic 

findings. Am. Heart. J. 111:932-940(1986) 

Page 15 

i. --- • - Grossarth-Maticek R; Frentzel-Beyme R; Becker N. Cancer risk associated with life events 
. r. i and conflict solution. Cancer Detection and Prevention 7: 201-209 (1984) 
r| Page 14 

■. J.,4 Gustafsson L; Wall S; Larson LG; Skog B. Mortality and cancer incidence among Swedish 

: . : dock workers - a retrospective cohort study. Scand. J. Work. Environ. Health 12: 22-26 (1986) 

| Page 15 

Haenszel W; Taeuber K E. Lung cancer mortality as related to residence and smoking 
44:4* histories. JNCI 32: 803-838 (1964) 

4 - 4'44 Pa 8 e 13 

• Y •4 Hanai A; Whittaker J S; Tateishi R; Sobin L H; Benn R T; Muir C S. Concordance of 

. - histological classification of lung cancer with special reference to adenocarcinoma in Osaka, 

I Japan, and the North-West region of England. Int. J. Cancer 39: 6-9 (1987) 

H;-f ] Page 8 

;> yfy 4 Heasman M A; Lipworth L. Accuracy of certification of cause of death. General Register 
,: 4444 : $ Office Studies in Medical and Population Subjects No 20 (HMSO) (1966) 

. o -1 Page 6 

4 j- I Hickey R J. Smoking, health and establishment biology. Irish Med. J. 80 (4): 128-129 (1987) 
y ! % Page 6 

^ v j Hickey R J; Allen I E. Surgeon General's Reports on Smoking and Cancer: uses and misuses 
%" j of statistics and of science. Public Health Rep. 98 (5): 410-411 (1983) 

, | Page 15 

| Hinds M W; Kolonel L N; Lee J; Hirohata T. Associations between cancer incidence and 
• i alcohol/cigarette consumption among five ethnic groups in Hawaii. Br. J. Cancer 41: 929-940 
(1980) 

. j Page 15 

4-4. Hinds M W et al. Dietary cholesterol and lung cancer risk in a multiethnic population in 
^ Hawaii. Int. J. Cancer 32: 727-732 (1983) 

' / Page 12 

Hinds M W et al. Differences in lung cancer risk from smoking among Japanese, Chinese 
: . and Hawaiian women in Hawaii. Int. J. Cancer 27 (3): 297-302 (1984) 

Page 19 

■ v Hoar S K; Hoover R. Truck driving and bladder cancer mortality in rural New England. 

•'f- JNCI 74: 771-774 (1985) 

4 : 44 ' ;j Page 16 

4 ■ Holst P A; Kromhout D; Brand R. For debate: pet birds as an independent risk factor for 
lung cancer. Br. Med. J. 297:1319-1321 (1988) 

Page 20 



Hopkins P N; Williams R R. A survey of 246 suggested coronary risk factors. Atherosclerosis 
40:1-52(1981) 

Page 20 

Hubert H B; Feinleib M; McNamara P M; Castelli W P. Obesity as an independent risk factor 
for cardiovascular disease: a 26-year follow-up of participants in the Framingham heart 
study. Circulation 67: 968-977 (1983) 

Page 14 

IARC Monographs on the Evaluation of the Carcinogenic Risk of Chemicals to Humans. 
Suppl. 4 (1982) 

Page 14 

Jappinen P; Tola S. Smoking among Finnish pulp and paper workers. Scand. J. Work. 
Environ. Health 12: 619-626 (1986) 

Page 20 

Jenkins C D. Recent evidence supporting psychologic and social risk factors for coronary 
disease. N. Engl. J. Med. 294: 987-994 (1976) 


Source: hTtps://www.industrydocuments.ucsf.edu7docs/jghl0000 


2501075558 









Page 15 

Johnson L D. Air pollution - toxic or 'hazardous' air pollutants. In: The Chemical Industry 
and the Health of the Community, Ed. F J C Roe. Royal Soc. Med. (1985) 

Page 16 

Jones F L. Bronchogenic carcinoma in three siblings. Bull. Geisinger Med. Cent. 29: 23-25 
(1977) 

Page 20 

Kangan A et al. Epidemiologic studies of coronary heart disease and stroke in Japanese men 
living in Japan, Hawaii and California: Demographic, physical, dietary and biochemical 
characteristics. J. Chron. Dis. 27: 345-364 (1974) 

Page 20 

Kannel W B. Hypertension and other risk factors in coronary heart disease. Am. Heart J. 114: 
918-225 (1987). 

Page 14 

Kauppinen T P et al. Respiratory cancers and chemical exposures in the wood industry: a 
nested case-control study. Br. J. Ind. Med. 43: 84-90 (1986) 

Page 20 

Keys A. Coronary heart disease in seven countries. Circulation XU (4) Suppl. 1 (1970) 

Page 27 

Kok K et al. Deletion of a DNA sequence at the chromosomal region 3p 21 in all major types 
of lung cancer. Nature 330: 578-581 (1988) 

Page 15 

Koo L C. Dietary habits and lung cancer risk among Chinese females in Hong Kong who 
never smoked. Nutr. Cancer 11:155-172 (1988) 

Page 13 

Koo L C et al. Active and passive smoking among female lung cancer patients and 
controls in Hong Kong. J. Exp. Clin. Cancer Res. 4 (2): 367-375 (1983) 

Page 21 

Korn R J; Dockery D W; Speitzer F E; Ware J H; Fern B G. Occupational exposures and 
chronic respiratory symptoms. Amer, Rev. Respir. Dis. 136: 298-304 (1987) 

Page 16 

Kramer A; Graham S; Bumelt W; Nasca P. Familial aggregation of lung cancer stratified by 
smoking. Amer. J. Epidem. 126: 766 (1987) 

Page 13 

Kung IT M et al. Lung cancer in Hong Kong Chinese: mortality and histological types, 1973- 
1982. Br. J. Cancer 50 (3): 381-388 (1984) 

Page 20 

Kushi L H et al. Diet and 20-year mortality from coronary heart disease. The Ireiand-Boston 
diet - heart study. N. Engl. J. Med. 312: 811-818 (1985) 

Page 19 

Lapidus L; Bengtsson C; Lindquist O; Sigurdsson J A; Rafnsson V. Smoking a risk factor for 
cardiovascular disease in women? Scand. J. Prim. Health Care 4: 219-224 (1986) 

Page 10 

Last J M. Ed. A Dictionary of Epidemiology (1983) 

Page 19 

La Vecchia C et al. Cigarette smoking and the risk of cervical neoplasia. Amer. J. Epidemiol. 
123: 22-29 (1986) 

Page 19 

Lawrence C; Tessaro I; Durgerian S; Caputo T; Richart R; Jacobson H; Greenwald P. 

Smoking, body weight and early-stage endometrial cancer. Cancer 59:1665-1669 (1987) 

Page 20 

Leeder S R et al. Declining mortality rates from ischemic heart disease in Australia. Aust. 

NZ. J. Med. 14 (4): 388-394 (1984) 

Page 23 

Leon D A. Longitudinal study: social distribution of cancer. 1971-1975 England and Wales. 
HMSO (1988) 



Page 15 

Leung J S M. Cigarette smoking, the kerosene stove and lung cancer in Hong Kong. Br. J. 
Dis. Chest 71: 273-276 (1977) 

Page 18 

Levi F; La Vecchia C; DeCarii A. Cigarette smoking and the risk of endometrial cancer. Eur. 
J. Cancer. Clin. Oncol. 23: 1025-1029 (1987A) 

Page 19 

Levi F; La Vecchia C; DeCarii A; Randriamiharisoa A. Effects of age, birth cohort and period 
of death on Swiss cancer mortality, 1951 -1984. Int. J. Cancer 40:439-449 (1987 B) 

Page 14 

Levin LI; Gao Y T; Blot W J; Zheng W; Fraumeni J F. Decreased risk of lung cancer in the 
cotton textile industry of Shanghai. Cancer Res. 47: 5777-5781 (1987) 

Page 15 

Linn M W; Stein S. Personality factors in lung cancer. Gerontologist 21 (Special Issue): 161A 
Oct (1987) 


31 


Source: https://www.industrydocuments.ucsf.edu/docs/jghl0000 


2501075559 






Page 14 

Lloyd J W. Long-term mortality study of steel workers. J. Occup. Med. 12:151-157 (1970) 
Page 14 

Lynge H; Anderson O; Kristensen T S. Lung cancer in Danish butchers. Lancet 1:527-528 
(1983) 

Page 8 

Mackenbach J P; van Duyne W M J; Kelson M C. Certification and coding of two underlying 
causes of death in the Netherlands and other countries of the European Community. J. 
Epidemiol. Commun. Health 41:1560-1160 (1984) 

Page 8 

MacFarlane M} et al. Factors in the surprise discovery of lung cancer at necropsy. Clinical 
Res. 32 (2): 227A (1984) 

Page 14 

Machle W; Gregorius F. Cancer of the respiratory system in the United States chromate- 
producing industry. Public Health Rep. 63:1114-1127 (1948) 

Page 14 

Mahler K V; De Fonso L R. Respiratory cancer among chloromethyl ether workers. JNCI78: 
329-843 (1987) 

Page 15 

Mangan J L; Golding J F. The Psychopharmacology of Smoking. Cambridge University Press 
(1984) 

Page 15 

Manz A. Work-dependent stress as risk factor in malignant tumours and coronary heart 
disease in results of statistical evaluation of a card index file on causes of death. Off. 
Gesundh.-Wes. 49: 528-532 (1987) 

Page 20 

Marmot M G. Stress, social and cultural variations in heart disease. J. Psychosomat. Res. 27: 
377-384 (1983) 

Page 23 

Marmot M G; McDowall M E. Community medicine. Lancet: 274-276 (1986) 

Page 20 

Marmot M G; Syme S L; Kagan A; Kato H; Cohen J B; Belsky J. Epidemiologic studies of 
coronary heart disease and stroke in Japanese men living in Japan, Hawaii and Califoma: 
prevalence and coronary and hypertensive heart disease and associated risk factors. Amer. J. 
Epidemiol. 102: 5140525 (1975) 

Page 20 

Menotti A; Seccareccia F; Pasquali M. Blood pressure, serum cholesterol and smoking habits 
predicting different manifestations of arteriosclerotic diseases. Acta Cardiologica XLH (2): 
91-102 (1987) 

Page 19 

Miller A B. Artificial sweetners and bladder cancer. Lancet: 1221-1222 (1977) 

Page 16 

Miyamoto H et al. Serum selenium and vitamin E concentrations in families of lung cancer 
patients. Cancer 60:1159-1162 (1987) 

Page 8 

Mori W; Sakai R. A study on chronologic change of the relationship between cigarette 
smoking and lung cancer based on autopsy diagnosis. Cancer 54 (6): 1038-1042 (1984) 

Page 6 

Morowitz H J . Hiding in the Hammond Report. Hospital Practice: 35-39 (1975) 

Page 15 

Muir C S; Staszewski J. Geographical epidemiology and migrant studies. In: Biochemical 
and Molecular Epidemiology of Cancer. Alan R Liss Inc (1986) 

Page 14 

National Academy of Sciences. Medical and biologic effects of environmental pollutants. 
NAS (1977) 

Page 24 

National Research Council. Diet, Nutrition and Cancer. National Academy Press (1982) 

Page 21 

Nemery B; Brasseur L; Venter C; Frans A. Impairment of ventilatory function and 
pulmonary gas exchange in non-smoking coalminers. Lancet II (8573): 1427-1430 (1987) 

Page 19 

O'Connell D L; Hulka B S; Chambless L E; Wilkinson M E; Deubner D C. Cigarette smoking, 
alcohol consumption, and breast cancer risk. JNCI 78: 229-234 (1987) 

Page 21 

Oechsli F W; Seltzer C C; van den Berg B J. Adolescent smoking and early respiratory 
disease: a longitudinal study. Annals Allergy 59:135-139 (1987) 

Page 16 

Ooi W L; Rothschild H; Chen V W; Bailey-Wilson J E; Orcoran K A; Elston R C. Familial risk 
and lung cancer. Clin. Res. 29: 862A (1981) 


Source: https://www.industrydocuments.ucsf.edu/docs/jghl0000 


2501075560 





Page 17 

Osmond C et al. Analysis of trends in cancer mortality in England and Wales during 1951- 
1980 separating changes associated with period of birth and period of death. Br. Med. J. 284: 
1005-1008 (1982) 

Pages 17 and 18 

Osmond C et al. Trends in cancer mortality 1951-1980. HMSO (1983) 

Page 20 

Paffenbarger R S; Hyde R T. Cigarette smoking and cardiovascular disease. In: Tobacco, a 
major international health hazard. IARC (1986) 

Page 14 

Palmer W G; Scott W D. Lung cancer in ferrous foundry workers: a review. Amer. Ind. Hyg. 
Assoc. J.42:329-340(1981) 

Page 15 

Paoletti L et al. Mineral particles in the lungs of subjects resident in the home area and not 
occupationally exposed to mineral dust. Environ. Res. 44:18-28 (1987) 

Page 21 

Peach H. Smoking and respiratory disease excluding lung cancer. In: Tobacco: a major 
international health hazard: IARC (1986) 

Page 15 

Persky V W; Kempthome-Rawson J; Shekelle R|B. Personality and risk of cancer: 20-year 
follow-up of the Western Electric Study. Psychosomatic Medicine 49: 435-449 (1987) 

Page 8 

Peto R. Influence of dose and duration of smoking on lung cancer rates. In: Tobacco: a major 
international health hazard. IARC (1986) 

Page 15 

Pollack E S; Nomura A; Heilbrun L K; Stemmermann G N; Green S B. Prospective study of 
alcohol consumption and cancer. N. Engl. J. Med. 310: 617-621 (1984) 

Page 7 

Popper K R. Conjectures and Refutations. Routledge and Kegan Paul (1974) 

Page 15 

Potter J D; McMichael A J. Alcohol, beer and lung cancer - meaningful relationship? Int. J. 
Epidemiol. 13 (2): 240-242 (1984) 

Page 21 

Prediletto R et al. Respiratory effects of occupational exposure in a general population 
sample of North Italy. Clin. Respir. Physiol. 23 (Suppl 12): 350P (1987) 

Page 20 

Ragland K E; Selvin S; Merrill D W. The onset of decline in ischemic heart disease mortality 
in the United States. Amer. J. Epidemiol. 127 (3): 516-531 (1988) 

Page 20 

Reed D M; MacLean C J; Hayashi T. Predictors of atherosclerosis in the Honolulu heart 
programme. Am. J. Epidemiol. 126: 214-225 (1987) 

Page 21 

Reid L et al. Pulmonary arterial wall injury and remodelling by hyperoxia. Chest 73 
(Suppl 5): 405-425 (1983) 

Pages 12,18 and 19 

Report of the U.S. Surgeon General: The health consequences of smoking: Cancer (1982) 

Page 19 

Report of the U.S. Surgeon General. The health consequences of smoking: Cardiovascular 
disease (1983) 

Page 21 

Report of the U.S. Surgeon General. The health consequences of smoking: Chronic 
Obstructive Lung Disease (1984). 

Page 13 

Reyes C V; Chuna D; Aranha G V. Changing incidence of adenocarcinoma of the lung: a 
brief review. J. Surgical Oncol. 35: 50-51 (1987) 

Page 8 

Roe F J C. The aetiology of lung cancer: biological aspects. In: The Management of Lung 
Cancer. Ed. J F Symth. Arnold: London (1984) 

Page 13 

Roe F J C; Walters M. Some unsolved problems in lung cancer etiology. Prog. Exp. Tumor 
Res. 6: 126-227 (1965) 


Page 14 

Rothschild H; Mulvey J J. An increased risk for lung cancer mortality associated with 
sugarcane farming. JNCI 68: 755-760 (1982) 
i Page 8 

Royal College of Physicians and the Royal College of Pathologists. Medical Aspects of 
Death Certification. J. Royal Coll. Phys. Lond. 16:3-14 (1982) 

; Page 15 

Sasaki Y; Kawai T; Onyama K; Nakama A; Endo R. Carcinogenicity of extract of airborne 
particles using newborn mice and comparative study of carcinogenic and mutagenic effects 
of the extract. Arch. Environ. Health 42: 14-18 (1987) 


Source: https://www.industrydocuments.ucsf.edu/docs/jghl0000 


2501075561 





1 



Page 14 

Schoenberg J B; Stemhagen A; Mason T J; Patterson J; Bill J; Altman R. Occupations with 
lung cancer risk among New Jersey white males. JNCI 79:13-21 (1987) 

Page 21 

Schwartz D A; Baker E L. Respiratory illness in the construction industry. Chest 92:134-137 
(1988) 

Page 16 

Selby J V; Friedman G D. Epidemiologic evidence of an association between body iron stores 
and risk of cancer. Int. J. Cancer 41: 677-682 (1988) 

Page 16 

Sellers T A; Ooi W L; Eiston R C; Chen V W; Bailey-Wilson J E; Rothschild H. Increased 
familial risk for non-lung cancer among relatives of lung cancer patients. J. Epidemiol. 125: 
237-246 (1987) 

Page 20 

Shaper A G; Pocock S J. Risk factors for ischaemic heart disease in British men. Br. Heart J. 

57:11-16 (1987) 

Page 20 

Shekelle R B et al. Diet, serum cholesterol, and death from coronary heart disease. The 
Western Electric Study. N. Engl. J. Med. 304: 65-70 (1981) 

Page 15 

Shy C M. Air pollution and lung cancer. In: Lung cancer: causes and prevention. Verlag 
Chemie International (1984) 

Page 14 

Simonata L; Vineis P; Fletcher A C. Estimates of the proportion of lung cancer attributable to 
occupational exposure. Carcinogesis 9 (7): 1159-1165 (1988) 

Page 27 

Simons L A; Friedlander Y; Simons J; Kark J D. Familial aggregation of coronary heart 
disease: partial mediation by high density lipoproteins. Atherosclerosis 69:139-144 (1984) 

Page 20 

Stehbens W E. An appraisal of the epidemic rise of coronary heart disease and its decline. 
Lancet: 606-611 (1987) 

Page 14 

Sterling T D. Does smoking kill workers or working kill smokers? Int. J. Health Services 8: 
437-452 (1978) 

Page 21 

Sterling T D. Filtering information about occupation, smoking and disease. J. Chron. Dis. 37 
(3): 227-230 (1984) 

Page 19 

Stockwell H G; Lyman G H. Cigarette smoking and the risk of female reproductive cancer. 
Am. J. Obstet. G>?necol. 157: 35-40 (1987) 

Page 14 

Sun Y. Occupational lung cancer in a tin mine in South China. Gann Monograph on Cancer 
Research 33: 165-169 (1987) 

Page 19 

Tobacco Institute (USA). Cigarette smoking and heart disease (1983) 

Page 21 

Tobacco Institute (USA). Cigarette smoking and chronic obstructive lung disease: The major 
gaps in knowledge (1984) 

Pages 16 and 17 

Todd G F et al. Cohort analysis of cigarette smoking and of mortality from four associated 
diseases. Tobacco Research Council Occasional Paper 3 (1976) 

Page 16 

Tokuhata G K; Lilienfield A M. Familial aggregation of lung cancer in humans. JNCI 30: 289- 
312(1963) 

Page 23 

Vagero D; Persson G. Cancer survival and social class in Sweden. J. Epidemiol. Commun. 
Health 41: 204-209 (1987) 

Page 14 

Wagoner J K; Infante P; Bayliss D L. Beryllium: an etiologic agent in the induction of lung 
cancer, non-neoplastic respiratory disease, and heart disease among industrially exposed 
workers. Environ. Res. 21:15-34 (1980) 

Page 25 

Wald N et al. Serum vitamin E and subsequent risk of cancer. Br. J. Cancer 56: 69-72 (1987) 
Page 25 

Wald N; Idle M; Boreham J; Bailey A. Low serum vitamin A and subsequent risk of cancer. 
Lancet ii: 813 (1980) 

Page 8 

Waldron H A; Vickerstaff L. Intimations of quality. Ante-mortem and post-mortem 
diagnoses. London: Nuffield Provincial Hospitals Trust (1977) 


Source: https://www.industrydocuments.ucsf.edu/docs/jghl0000 


2501075562 







Pages 8 and 13 

Watanabe S; Tsugane S; Arimoto H; Shimosato Y; Suemasu K; Arai H; Urano Y. Trend of 
lung cancers in the National Cancer Centre of Japan and comparison with that of Japanese 
pathological autopsy records. Jpn. J. Cancer Res. (Gann) 78: 460-466 (1987) 

Page 14 

Waxweiler R J; Smith A H; Falk H; Tyroler H A. Excess lung cancer risk in a synthetic 
chemical plant. Environ. Health Perspect. 41:159-165 (1981) 

Page 19 

Wey P D; Lotz M J; Triedman L J. Oral cancer in women non-users of tobacco and alcohol. 
Cancer 60:1644-1650 (1987) 

Page 25 

Willett W C; MacMahon B. Diet and cancer: an overview. N. Engl. J. Med. 310: 633-697 
(1984) 

Page 25 

Willett W C; Stampfer M J. Selenium and cancer. Br. Med. J. 297: 573-574 (1988) 

Page 13 

Wynder E L; Covey L S. Epidemiologic patterns in lung cancer by histologic type. Eur. J. 
Cancer Clin. Oncol. 23:1491-1496 (1987) 

Page 15 

Wynder E L; Hebert J R; Rabat G C. Association of dietary fat and lung cancer. JNCI 79 (4): 
631-637 (1987) 

Page 19 

Yen S; Hsieh C C; MacMahon B. Extrahepatic bile duct cancer and smoking, beverage 
consumption, past medical history, and oral contraceptive use. Cancer 59: 2112-2116 (1987) 




; '--t 





Source: https://www.industrydocuments.ucsf.edu/docs/jghlOOOO 


2501075563 










Source: https://www.industrydocuments.ucsf.edu/docs/jghlOOOO 







2501075565 


Source: https://www.industrydocuments.ucsf.edu/docs/jghlOOOO 



